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DN 142:79772 

TI Synthesis and Biological Activity of Water-Soluble Maleimide Derivatives 
of the Anticancer Drug Carboplatin Designed as Albumin-Binding Prodrugs 

AU Warnecke, Andre; Fichtner, Iduna; Garmann, Dirk; Jaehde, Ulrich; Kratz, 
Felix 

CS Tumor Biology Center, Freiburg, 79106, Germany 
SO Bioconjugate Chemistry (2004), 15(6), 1349-1359 

CODEN: BCCHES; ISSN: 1043-1802 
PB American Chemical Society 
DT Journal 
LA English 

AB Four platinum(II) complexes were synthesized by reacting either [Pt 

trans-DACH] (N03) 2 with a 6 -maleimidocaproic acid, a 15-maleimido-4 , 7 , 10 , 13 - 
tetroxapentadecanoic acid, and a 6-maleimido-4-oxacaproic ester derivative of 
cyclobutane-1, 1-dicarboxylic acid (CBDA) or [Pt (NH3) 2] (N03) 2 with a 
6-maleimido-4-oxacaproic ester derivative of CBDA. Both complexes containing the 
6-maleimido-4-oxacaproic ester showed good water solubility (5:8 mg/mL) 
and CE expts . revealed rapid binding to human serum albumin and the 
formation of biadducts with dGMP and dAMP. In the MaTu xenograft model in 
nude mice, both complexes showed an improved antitumor effect at their 
maximum tolerated dose (2+50 mg/kg carboplatin equivalent) compared to 
therapy with carboplatin at equimolar dose or at its optimal dose (2 
+ 75 mg/kg) . 
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TI Protein-binding derivatives of platinum complexes with 

cyclobutane-1, 1-dicarboxylate ligands. 
IN Kratz, Felix; Warnecke, Andre 
PA KTB Tumorforschungsgesellschaf t MbH, Germany 
SO Ger. Offen., 13 pp. 

CODEN: GWXXBX 
DT Patent 
LA German 
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AB The invention concerns low mol. Pt complexes with cyclobutane-1, 1- 
dicarboxylate ligands, which contains a protein-binding group as an 
antitumor agent for human breast cancer. For example, PtLLl (H2L = I; LI 
- trans-1, 2-cyclohexanediamine) was prepared in 61 % yield in a multistep 

process starting from bis (4 -methoxybenzyl) malonate and 
1, 3 -dibromo-2-tert-butyldimethylsiloxypropane . The Pt complexes of 
cyclobutane-1, 1-dicarboxylate having a protein-binding group were tested 
as antitumor agents for human breast cancer. 
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TI General approach to synthesis of carboplatin analog containing fragments 

of carboxylic fatty acids in acid ligand 
AU Pashkovskii, F. S.; Khlebnikova, T. S./ Lakhvich, F. A. 
CS Inst. Bioorg. Khim. , NAN Belarusi, Belarus 

SO Doklady Natsional ' noi Akademii Nauk Belarusi (2002), 46(4), 63-65 

CODEN: DNABFW; ISSN: 1561-8323 
PB Belaruskaya Navuka 
DT Journal 
LA Russian 
OS CASREACT 13 9:172575 

AB A method for synthesis of new carboplatin analogs containing fragments of 
saturated or unsatd. carboxylic fatty acids in acido ligand was developed. 
The synthesis of cis-diammine [3- (octadeca-9, 12-dieneamido) -1, 1- 
cyclobutanedicarboxylato] platinum (II) was described. 
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